(RECEIVED FOR PUBLICATION MARCH 29, 1958) In a disease with such widespread and variable manifestations as systemic lupus erythematosus the diagnosis, at least in the early stages, often depends upon a clinical suspicion supported by laboratory investigations, notably the demonstration of lupus erythematosus (L.E.) cells. While this test is highly specific for systemic lupus erythematosus it has these disadvantages. In a few patients L.E. cells may not be demonstrable until late in the course of the illness and in a very few cases they may perhaps be absent throughout. The test requires expert interpretation if it is to be reliable.
A really simple screening test that could be applied to the many patients with apparent rheumatoid arthritis, cutaneous lupus erythematosus, rheumatic fever, and other diseases which may be mimicked by systemic lupus erythematosus, would be invaluable for the early diagnosis of this more serious illness.
Recently Jones and Thompson (1957) on the patients' clinical condition, temperature, and erythrocyte sedimentation rate. Of 14 patients with active untreated disease, the test gave + + or + + + precipitation in 11. With one exception (K. 0.) there was fair correlation between the amount of precipitate and the activity of the disease. In two of the patients repeated tests were done before and during treatment and the amount of precipitate found did correspond fairly well with the activity of the disease (Fig. 2) .
One patient (P. R.), in whom the disease was in remission and who was no longer on treatment, showed no L.E. cells at the time of testing and the paratoluene sulphonic acid test was negative.
From 10 patients tested for the first time while on steroid therapy, pnly two sera showed significant precipitation. In these patients the correlation between the amount of precipitate and the disease activity was poor.
Probable Systemic Lupus Erythematos.-Three patients with a very suggestive clinical picture failed to show L.E. cells despite repeated tests.
None of these three showed significant precipitation with the paratoluene sulphonic acid test, but two gave a + reaction (Table II) . Serum from 42 of these patients gave significant precipitation (Table III) , but minor degrees of precipitation were encountered in no less than 129 others. The remaining patients gave negative test results.
Almost half of the positive tests in this group were associated with obstructive or hepatocellular jaundice and the remainder included a high proportion with diseases of the reticulo-endothelial system, others with syphilis, rheumatoid arthritis, and in one case with ankylosing spondylitis with peripheral joint involvement. In view of the alleged occurrence of L.E. cells in drug reactions, it is of interest that the only patient with a drug reaction in this series did have a positive paratoluene sulphonic acid test. The L.E. test on this patient was negative. Mean serum v globulin (g.°%)* ..
1-36
1-81 2-2 2-8
Range of serum v globulin (g.%/) ..
1-2-1-6 1-1-2-7 1-3-2-5 14-4-0 * Analysis of variance on the originlI y globulin values showed a difference between groups significant at the 5% level.
mean serum y globulin of each group did increase consistently with the intensity of precipitation produced by paratoluene sulphonic acid, suggesting that the latter may be precipitating y globulin.
This was confirmed on 25 ml. of pooled serum from two patients with systemic lupus erythematosus by using ether fractionation to separate various protein fractions.t The freeze-dried protein fractions along with a freeze-dried sample of the original serum were then reconstituted in half the (Table V) . Only the whole serum and the y globulin fraction gave positive results. The latter fraction was checked by paper electrophoresis and found to consist almost wholly of y globulin with a mere trace of ,B globulin. This fraction contained no lipoprotein, so it seems likely that the trace of lipoprotein found in the analysis of precipitate from whole serum had been adsorbed during precipitation. A solution of y globulin prepared by ether fractionation of pooled normal sera (obtained from the Lister Institute of Preventive Medicine) gave a positive paratoluene sulphonic acid test, the intensity being proportional to the concentration of y globulin. Significant precipitation occurred with solutions containing 4% or more of y globulin.
Since the paratoluene sulphonic acid reagent precipitates y globulin from sera of normal people and of patients with various diseases, it seems likely that the test is related to an increased quantity of y globulin or some fraction thereof, rather than to an abnormal y globulin fraction. 
